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» The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 1 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )^ Responsive to communication(s) filed on 14 June 2001 . 
2a)D This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 1-41 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) D Claim(s) is/are rejected. 

7) D Claim(s) is/are objected to. 

8) ^ Claim(s) 1-41 are subject to restriction and/or election requirement. 
Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
1 1 )□ The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)DAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 



3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 



1 ) □ Notice of References Cited (PTO-892) 

2) d Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) □ Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 



4) O Interview Summary (PTO-413) Paper No(s). 

5) 0 Notice of Informal Patent Application (PTO-152) 

6) Q Other: 
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DETAILED ACTION 

Election/Restrictions 

Restriction to one of the following inventions is required under 35 U.S.C. 

12 1: 

I. Claims 1,3, 4-6, drawn to a method of creating a molecular profile 

COMPRISING ALTERATIONS IN GENE EXPRESSION OF A CHEMICAL COMPOSITION 
USING MAMMALIAN LIVER STEM CELLS, CLASSIFIED IN CLASS 702, SUBCLASS I 9. 

. II. Claims 1,3, 7-9, drawn to a method of creating a molecular profile 

COMPRISING ALTERATIONS IN PROTEIN EXPRESSION OF A CHEMICAL COMPOSITION 
USING MAMMALIAN LIVER STEM CELLS, CLASSIFIED IN CLASS 702, SUBCLASS 27. 

III. Clmms 2,3, 4-6, drawn to a method of compiling a library of molecular 

PROFILES COMPRISING ALTERATIONS IN GENE EXPRESSION OF CHEMICAL 
COMPOSITIONS HAVING PREDETERMINED TOXICITIES USING MAMMALIAN LIVER STEM 
CELLS, CLASSIFIED IN CLASS 435, SUBCLASS DIGEST 46. 

IV. Claims 2,3, 7-9, drawn to a method of compiling a library of molecular 

PROFILES COMPRISING ALTERATIONS IN PROTEIN EXPRESSION OF CHEMICAL 
COMPOSITIONS HAVING PREDETERMINED TOXICITIES USING MAMMALIAN LIVER STEM 
CELLS, CLASSIFIED IN CLASS 435, SUBCLASS DIGEST 46. 

V. Claims 2.3.IO, II, 19, and 20, drawn to a method of compiling a 

LIBRARY OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE 
THERAPEUTIC AGENTS, NEUROTOXINS, RENAL TOXINS, HEPATIC TOXINS , 
HEMATOPOIETIC CELL TOXINS, OR MYOTOXINS HAVING PREDETERMINED TOXICITIES 
USING HUMAN LIVER STEM CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 236. I . 
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VI. Claims 2, 3, I O, 12, 19 and 20, drawn to a method of compiling a 

LIBRARY OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE TOXIC 
TO CELLS OF ONE OR MORE REPRODUCTIVE ORGANS, TERATOGENIC AGENTS, OR 
CARCINOGENS HAVING PREDETERMINED TOXICITIES USING HUMAN LIVER STEM 
CELLS, CLASSIFIED IN CLASS -424, SUBCLASS 236. I . 

VII. Claims 2,3, I O, 13, 19 and 20, drawn to a method of compiling a 

LIBRARY OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE 
AGRICULTURAL CHEMICALS, COSMETICS, OR ENVIRONMENTAL AGENTS HAVING 
PREDETERMINED TOXICITIES USING HUMAN LIVER STEM CELLS, CLASSIFIED IN CLASS 
424, SUBCLASS 236. I . 

VIII. Claims 2,3, 14, 16, 19 and 20, drawn to a method of compiling a 

LIBRARY OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE ANIMAL 
THERAPEUTICS, NEUROTOXINS, RENAL TOXINS, HEPATIC TOXINS, HEMATOPOIETIC 
CELL TOXINS, OR MYOTOXINS HAVING PREDETERMINED TOXICITIES USING NON- 
HUMAN MAMMALIAN LIVER STEM CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 
236. I . 

IX. Claims 2,3, 14, 17, 19 and 20, drawn to a method of compiling a 

LIBRARY OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE TOXIC 
TO CELLS OF ONE OR MORE REPRODUCTIVE ORGANS, TERATOGENIC AGENTS, OR 
CARCINOGENS HAVING PREDETERMINED TOXICITIES USING NON-HUMAN MAMMALIAN 
LIVER STEM CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 236. I . 

X. Claims 2,3, 14, 18, 19 and 20, drawn to a method of compiling a 

LIBRARY OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE 
AGRICULTURAL CHEMICALS, COSMETICS, OR ENVIRONMENTAL AGENTS HAVING 
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PREDETERMINED TOXICITIES USING NON-HUMAN MAMMALIAN LIVER STEM CELLS, 
CLASSIFIED IN CLASS 424, SUBCLASS 236. I . 

XI. Claims 2,3, 15, I 6 f 19 and 20, drawn to a method of compiling a 

LIBRARY OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE ANIMAL 
THERAPEUTICS, NEUROTOXINS, RENAL TOXINS, HEPATIC TOXINS, HEMATOPOIETIC 
CELL TOXINS, OR MYOTOXINS HAVING PREDETERMINED TOXICITIES USING RODENT 
LIVER STEM CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 236. I . 

XII. Claims 2,3, 15, 17, 19 and 20, drawn to a method of compiling a 

LIBRARY OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE TOXIC 
TO CELLS OF ONE OR MORE REPRODUCTIVE ORGANS, TERATOGENIC AGENTS, OR 
CARCINOGENS HAVING PREDETERMINED TOXICITIES USING RODENT LIVER STEM 
CELLS , CLASSIFIED IN CLASS 424, SUBCLASS 236. I . 

XIII. Claims 2, 3, I 5, and I 8-20, drawn to a method of compiling a library 

OF MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS THAT ARE AGRICULTURAL 
CHEMICALS, COSMETICS, OR ENVIRONMENTAL AGENTS HAVING PREDETERMINED 
TOXICITIES USING RODENT LIVER STEM CELLS, CLASSIFIED IN CLASS 424, 
SUBCLASS 236. I . 

XIV. Claims 2 I , 24 and 25 in part, 26, drawn to a method of typing the 

TOXICITY OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM THERAPEUTIC 
AGENTS, NEUROTOXINS, RENAL TOXINS, HEPATIC TOXINS, HEMATOPOIETIC CELL 
TOXINS, OR MYOTOXINS THAT ARE KNOWN OR UNKNOWN USING HUMAN LIVER STEM 
CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 

XV. Claims 2 1,24 and 25 in part, 27 drawn to a method of typing the 

TOXICITY OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM AGENTS THAT 
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ARE TOXIC TO CELLS OF ONE OR MORE REPRODUCTIVE ORGANS , TERATOGENIC 
AGENTS, OR CARCINOGENS THAT ARE KNOWN OR UNKNOWN USING HUMAN LIVER 
STEM CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 

XVI. Claims 2 I , 24 and 25 in part, 28, drawn to a method of typing the 

TOXICITY OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM 
AGRICULTURAL CHEMICALS, COSMETICS, OR ENVIRONMENTAL AGENTS THAT ARE 
KNOWN OR UNKNOWN USING HUMAN LIVER STEM CELLS, CLASSIFIED IN CLASS 
424, SUBCLASS 9.2. 

XVII. Claims 2 I , 24 in part, 29, 3 I , drawn to a method of typing the toxicity 

OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM AGENTS THAT ARE 
ANIMAL THERAPEUTICS, NEUROTOXINS, RENAL TOXINS, HEPATIC TOXINS , 
HEMATOPOIETIC CELL TOXINS, OR MYOTOXINS THAT ARE KNOWN OR UNKNOWN USING 
NON-HUMAN MAMMALIAN LIVER STEM CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 
9.2. 

XVIII. Claims 2 I , 24 in part, 29, 32, drawn to a method of typing the toxicity 

OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM AGENTS THAT ARE 
TOXIC TO CELLS OF ONE OR MORE REPRODUCTIVE ORGANS, TERATOGENIC AGENTS, 
OR CARCINOGENS THAT ARE KNOWN OR UNKNOWN USING NON-HUMAN MAMMALIAN 
LIVER STEM CELLS, CLASSIFIED IN CL^SS 424, SUBCLASS 9.2. 

XIX. Claims 2 I , 24 in part, 29, 33, drawn to a method of typing the toxicity 

OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM AGENTS THAT ARE 
AGRICULTURAL CHEMICALS, COSMETICS, OR ENVIRONMENTAL AGENTS THAT ARE 
KNOWN OR UNKNOWN USING NON-HUMAN MAMMALIAN LIVER STEM CELLS, 
CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 
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XX. Claims 2 I , 2-4 in part, 30, 3 I , drawn to a method of typing the toxicity 

OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM AGENTS THAT ARE 
ANIMAL THERAPEUTICS, NEUROTOXINS, RENAL TOXINS, HEPATIC TOXINS, 
HEMATOPOIETIC CELL TOXINS, OR MYOTOXINS THAT ARE KNOWN OR UNKNOWN USING 
RODENT LIVER STEM CELLS, CLASSIFIED IN CLASS 42-4, SUBCLASS 9.2. 

XXI. Claims 2 1, 24 in part, 30, 32, drawn to a method of typing the toxicity 

OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM AGENTS TOXIC TO 
CELLS OF ONE OR MORE REPRODUCTIVE ORGANS, TERATOGENIC AGENTS, OR 
CARCINOGENS THAT ARE KNOWN OR UNKNOWN USING RODENT LIVER STEM CELLS, 
CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 

XXII. Claims 2 I , 24 in part, 30, 33, drawn to a method of typing the toxicity 

OF A TEST CHEMICAL COMPOSITION THAT IS SELECTED FROM AGENTS THAT ARE 
AGRICULTURAL CHEMICALS, COSMETICS, OR ENVIRONMENTAL AGENTS THAT ARE 
KNOWN OR UNKNOWN USING RODENT LIVER STEM CELLS, CLASSIFIED IN CLASS 
424, SUBCLASS 9.2. 

XXIII. Claims 22, 23, 24 and 25 in part, 26, drawn to a method of typing or 

RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITION^] , KNOWN OR UNKNOWN, 
THAT ARE THERAPEUTIC AGENTS, NEUROTOXINS, RENAL TOXINS, HEPATIC TOXINS, 
HEMATOPOIETIC CELL TOXINS, OR MYOTOXINS USING HUMAN LIVER STEM CELLS, 
CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 

XXIV. Claims 22, 23, 24 and 25 in part, 27, drawn to a method of typing or 

RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITION^] , KNOWN OR UNKNOWN, 
SELECTED FROM AGENTS TOXIC TO CELLS OF ONE OR MORE REPRODUCTIVE 
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ORGANS, TERATOGENIC AGENTS, OR CARCINOGENS USING HUMAN LIVER STEM 
CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 

XXV. Claims 22, 23, 24 and 25 in part, 28, drawn to a method of typing or 

RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITION^] , KNOWN OR UNKNOWN, 
SELECTED FROM AGENTS THAT ARE AGRICULTURAL CHEMICALS, COSMETICS, OR 
ENVIRONMENTAL AGENTS USING HUMAN LIVER STEM CELLS, CLASSIFIED IN CLASS 
424, SUBCLASS 9.2. 

XXVI. Clmms 22, 23, 24 in part, 29, 3 I , drawn to a method of typing or 

RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITION^] , KNOWN OR UNKNOWN, 
SELECTED FROM AGENTS THAT ARE ANIMAL THERAPEUTICS, NEUROTOXINS, RENAL 
TOXINS, HEPATIC TOXINS, HEMATOPOIETIC CELL TOXINS, OR MYOTOXINS, USING 
NON-HUMAN MAMMALIAN LIVER STEM CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 

9.2. 

XXVII. Claims 22, 23, 24 in part, 29, 32, drawn to a method of typing or 

RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITION^] , KNOWN OR UNKNOWN, 
SELECTED FROM AGENTS TOXIC TO CELLS OF ONE OR MORE REPRODUCTIVE 
ORGANS, TERATOGENIC AGENTS, OR CARCINOGENS USING NON-HUMAN MAMMALIAN 
LIVER STEM CELLS, CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 

XXVIII. Claims 22, 23, 24 in part, 29, 33, drawn to a method of typing or 

RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITION^] , KNOWN OR UNKNOWN, 
SELECTED FROM AGENTS THAT ARE AGRICULTURAL CHEMICALS, COSMETICS, OR 
ENVIRONMENTAL AGENTS USING NON-HUMAN MAMMALIAN LIVER STEM CELLS, 
CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 




Application/Control Number: 09/88 I ,526 Page 8 

Art Unit: I 639 

XXVIX. Claims 22, 23, 24 in part, 30, 3 I , drawn to a method of typing or 

RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITIONtSl , KNOWN OR UNKNOWN, 
SELECTED FROM AGENTS THAT ARE ANIMAL THERAPEUTICS, NEUROTOXINS, RENAL 
TOXINS, HEPATIC TOXINS, HEMATOPOIETIC CELL TOXINS, OR MYOTOXINS, USING 
RODENT LIVER STEM CELLS CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 

XXX. Claims 22, 23, 24 IN PART, 30, 32, DRAWN to a method of typing or 
RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITION^] , KNOWN OR UNKNOWN, 
SELECTED FROM AGENTS TOXIC TO CELLS OF ONE OR MORE REPRODUCTIVE 
ORGANS , TERATOGENIC AGENTS, OR CARCINOGENS USING RODENT LIVER STEM 
CELLS CLASSIFIED IN CLASS 424, SUBCLASS 9.2. 

XXXI. Claims 22, 23, 24 in part, 30, 33, drawn to a method of typing or 

RANKING TOXICITY OF (A) TEST CHEMICAL COMPOSITION^] , KNOWN OR UNKNOWN, 
SELECTED FROM AGENTS THAT ARE AGRICULTURAL CHEMICALS, COSMETICS, OR 
ENVIRONMENTAL AGENTS USING RODENT LIVER STEM CELLS CLASSIFIED IN CLASS 
424, SUBCLASS 9.2. 

XXXII. Claims 34-37, drawn to an integrated system for comparing liver stem 

CELL MOLECULAR PROFILES OF A CHEMICAL COMPOSITION A LIBRARY OF LIVER 
STEM CELL MOLECULAR PROFILES OF CHEMICAL COMPOSITIONS HAVING 
PREDETERMINED TOXICITIES, CLASSIFIED IN CLASS 707, SUBCLASS 3. 

XXXIII. Claims 38-4 I , drawn to an integrated system for correlating the liver 

STEM CELL MOLECULAR PROFILE AND TOXICITY FOR A CHEMICAL COMPOSITION, 
CLASSIFIED IN CLASS 707, SUBCLASS 3. 
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NOTE: Claims I - 1 O, 14, 15, I 9-25, 29, and 30 are listed in multiple groups 
since they were found to be generic to said groups. upon election of a single group, 
said claims will be examined according to the limitations of the elected group. 

Restriction is deemed proper because certain of the above methods appear to 
constitute patentably distinct inventions for the following reasons: groups hxxxi are 
directed to methods that recite structurally and functionally distinct elements, are 
not required for one another, and achieve different goals. 

restriction is deemed proper because certain of the above inventive groups 
are directed to different products, restriction is deemed proper because these 
products appear to constitute patentably distinct inventions for the following 
reasons: Groups XXXII and XXXIII are directed to products that are distinct both 
physically and functionally, are not required for one another, and are therefore 
patentably distinct. 

Because these inventions are distinct for the reasons given above, and 

a. have acquired a separate status in the art as shown by their different 
classification; 

b. have different and separately burdensome manual and/or computer 
structure, name, and bibliographical searches; and, 

c. have divergent subject matter, restriction for examination purposes as 
indicated is proper. 

Applicant is advised that the reply to this requirement to be complete must 
include an election of the invention to be examined even though the requirement be 

TRAVERSED (37 CFR I . I 43). 
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Election of Species (All Groups) 
Claims I , 2, 2 1, 22, 23 are essentially unsearchable, as they are 

GENERIC TO A PLURALITY OF DISCLOSED PATENTABLY DISTINCT SPECIES COMPRISING: 

I . IN VITRO METHODS VERSUS IN VIVO METHODS" SAID CLAIMS CURRENTLY READ ON 
BOTH , 

2. A MAMMALIAN SPECIES" SAID CLAIMS CURRENTLY READ ON ALL SPECIES OF 
MAMMALS 

3. a class of chemical compound, (e.g., protein, nucleic acid, five" 
membered heterocyclic ring compounds, etc.)" said claims currently 
read on an infinite number of classes of chemical compounds 

a. a single compound from the elected class of (3)" said cuims currently 
read on an infinite number of chemical compounds of any class . 
The species mentioned above have different and separately burdensome manual 
and/or computer structure, name, and bibliographical searches; and have divergent 
subject matter. 

Applicant is required under 35 U.S.C. I 2 I to electa single disclosed species 
for prosecution on the merits to which the claims shall be restricted if no generic 
claim is finally held to be allowable, even though this requirement is traversed. 

Applicant is advised that a reply to this requirement must include an 

IDENTIFICATION OF THE SPECIES THAT IS ELECTED CONSONANT WITH THIS REQUIREMENT, AND A 
LISTING OF ALL CLAIMS READABLE THEREON, INCLUDING ANY CLAIMS SUBSEQUENTLY ADDED. AN 
ARGUMENT THAT A CLAIM IS ALLOWABLE OR THAT ALL CLAIMS ARE GENERIC IS CONSIDERED 
NONRESPONSIVE UNLESS ACCOMPANIED BY AN ELECTION. 
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Upon the allowance of a generic claim, applicant will be entitled to 
consideration of claims to additional species which are written in dependent form or 
otherwise include all the limitations of an allowed generic claim as provided by 37 
CFR 1.14 1. If claims are added after the election, applicant must indicate which are 
readable upon the elected species. mpep § 809.02(a). 

Should applicant traverse on the ground that the species are not patentably 
distinct, applicant should submit evidence or identify such evidence now of record 
showing the species to be obvious variants or clearly admit on the record that this is 
the case. in either instance, if the examiner finds one of the inventions unpatentable 
over the prior art, the evidence or admission may be used in a rejection under 35 
u.s.c. i 03(a) of the other invention. 

Any inquiry concerning this communication or EARLIER COMMUNICATIONS FROM THE 
EXAMINER SHOULD BE DIRECTED TO DEVON R BYRD WHOSE TELEPHONE NUMBER IS 703-305" 

O I 59. The examiner can normally be reached on Mon-Fri 8a-5p. 

IF ATTEMPTS TO REACH THE EXAMINER BY TELEPHONE ARE UNSUCCESSFUL, THE 
EXAMINER'S SUPERVISOR, ANDREW WANG CAN BE REACHED ON 703*306"23 I 7. THE FAX 
PHONE NUMBER FOR THE ORGANIZATION WHERE THIS APPLICATION OR PROCEEDING IS ASSIGNED 

IS (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703" 
308-1 235. 
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